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1. I x| The applicant is hcrebj notified that the international search report has been established and is transmitted herewith 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 monthsfrom the date of transmittal of the 
international search report; however, for more details, see the notel^{{£^S^^Riiln#^^ #T^t. 

Where? Directly to the International Bureau of WIPO 

34, chemin des Colombettes PPR fll Ofini 

1911 Geneva «0, Switzerland r CD UX £UUl 

Facsimile No.: (41-22) 740.14.55 

For more detailed instructions, see the notes on the accompanying shelV|UE7|^Q AND RAASC^^ 

2. I 1 The applicant is hereby notified that no international search report will be established and that the declaration under 

I— I Article 17(2Xa) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 

the protest together with the decision thereon has been transmitted to the International Bureau together with 
the applicant's request to forward the texts of both the protest and the decision thereon to the designated 
Offices. 



□ 



□ 
□ 



no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



Further action(s)* (he appiiranc is remin<ie<l of ilie following:. 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureiu as provided in rules 90 bis I and 90 bts 5, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later) 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the ISA/US 

ComnuMioi^ of Patents and Trademarks 

Box per 

Facsimile No. (703) 305-5230 



Telephone No (703) 30S-0196 



Form PCrr/ISA/220 (July 1998)* 



(Sef noUs on accomparrying sheet) 



4 



ATENT COOPERATION EATY 

PCX 

INTERNATIONAL SEARCH REPORT 
(FCr Article 18 and Rules 43 and 44) 



Applicant's or Agent*! fUe reference 
984.00010901 


FOR FURTHER Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below 


Intern Ational application No. 
PCX/ USO0/« 5488 


International filing date (day /month/year) 
25 AUGUST 2000 


(Earliest) Priority Date (day /month/year) 

26 AUGUST 1999 


Applicant 

SKUBITZ, KEITH M. 



This international search report has been prepared bj this International Searching Authority and is transmitted to the applicant 

according to Article 18. A copy is being transmitted to the International Bureau. 



This international search report consists of a total of. 



sheets. 



I X| It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the report 

a. With regard to the Unguaige, the international search was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this item. 

□ the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1(b)). 

b. Wkh rcgaid to any nucleotide and/or amioo acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I x| furnished subsequently to this Authority in written form. 

[x I furnished subsequently to this Authority in computer readable form. 

Sthe statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the 

[x\ the statement that the information rcconkd in computer readable form is identical to the written sequence listing has been 
furnished. 

8- I I Certain claims were found unsearchable (See Box I). 
5. [xj Unity of invention is lacking (See Box II). 
4. With regard to the title, 

[ x| ^he t<»Tt is approved as submitted by the applicant. 

I j the iexi has been rstabiished by this Authority to read as follows: 



With regard to the abstract, 

j x| the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38 2(b). by this Authority as it appears in 
Box III. The applicant may. within one month from the date of mailing of this international 
search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

I I " suggested by the applicant. [ x| None of the figures. 

I I because the applicant failed to suggest a Tig^ure. 

I I because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998)* 



INTERP lOPy^ SEARCH REPORT fj||^n«tional application No 

^^HbT/USOO/S54-89 



Boi I Observation! where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



ThiM inteniational report has not been established in respect of certain claims under Article 17{2X«) for the following reasons: 
1. I I Oaimf Nof.: 

^— ^ because they relate to subject matter not required to be searched by this Authority, namely: 



2. r~| Claims Nos.: 

' ' because they relate to parts of the international application that do not comply with the prescribed requirements to 

such an extent that no meaningful international search can be carried out, specifically: 



3, j J Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.+(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This InternationaJ Searching Authority found multiple inventions in this international application, as follows: 
Please See Extra Sheet. 



1 I I As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

8. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. 1^ As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, spccincally claims Nos.: 



♦ I xl required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
1-10 for SEQ ID NO: l* 



Remark on Protest [ ] The additional search fees were accompanied by the applicant's protest. 

[ I No protest accompanied the payment of additional search fees 



Form PCT/1SA/810 (continuation of first sheet(l)) (July 1998)* 



INTERf 



SEARCH REPORT 



Intern ationaJ application No. 
^^H/USOO/2S48S 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) :A6lK 38/04, 38/17, 39/00; COTK 7/0O, 7/08. 14/435, I7/00 
US CL 530/327, 350; 4«4/l84.I, 185.1. 877 1 
According to International Patent Claaaification (IPC) or to both national classification and IPC 



FIELDS SEARCHED 



Minimum documentation learched (clajaification lystem followed by classification symbols) 
U.S. : 530/327, 350; 424/184.1, 185.1, 877 1 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields 
le arched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
DIALOG (files 5 and 155) and EAST (files U S patents, European abstracts. Japanese abstracts , and Dcrwent) search terms: 
CEACAM, BGP. biliary glycoprotein, CD66, CD66a, antigen 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X, P 
Y, P 

X 
Y 

Y, P 
A, P 



Citation of document, with indication, where appropriate, of the relevant passages 



US 5,965,710 A (BODMER et al) 12 October 1999, SEQ ID NO: 
32. 



US 5,571,710 A (BARNETT et al) 05 November 1996, abstract, 
claims, and columns 26-30. 



SKUBITZ et al. Stimulation of Neutrophil Adhesion to Endothelial 
Cells by Synthetic Peptides of CD66a. Molecular Biology of the 
Cell. November 1999, Vol 10, supplemental, abstract 452 on page 
78A. 



Relevant to claim No. 



1, 4-7 
8-10 

1, 4-7 
8-10 
1, 4-10 
2-3 



I x{ Further documents arc listed in the continuation of Box C | | See patent family annex. 



'A' iocuMBt dflfimiBg th» geaenl sUie of tk« art vbick k oot coouderad 

to W of pftitiemlar mUrwmom 

*R" eariMT ioo«m*Bt yn^lirV-^ oa or &iWr ih9 utoniatiMU f&ling i^t* 

"L" AoouMDt vkioh MAj ikrow lom^U tm prioritj clAiin(«) or which ia 

ciied to flsiAklMk the piAlicUioa iaie of aDOih«r ciiatioo or oilier 
cpeciAl nuoo (m •pecifted) 

"O" iocmiMnt referring to aa oral iiaclorare, dm, exkibition or oilier 

me&B* 

"P" docnment p<^lklie4 prior to ike inteniMioaaJ fUing d^te bat Uter 
thm the priority <U,te claimed 



later tfocament pa»iiabe« after ibe ijiieraati<wai fUifig iate or priority 
date and not in cooflict vith Ike applicatioo bat cited to naderstaiid 
the principle or theory onderlyiDg tbe inveotioa 

dodunent of particiiLlar relevance; tbe cLaiined inveotioti canaoi b« 
cooaidemd novel or cannot hm conaidered to iaTolve an loTentiTe step 
when the docament it taken alone 

docameDt of particalar relevaaoe; the claimed invention cannot be 
considend to ioToIve an inventive step vhen tbe document ia combined 
vith one or more otber ench docomenta, snch combination being 
obriofM to a person Udlled in ibe art 

ducameot member of tbe aame pateot family 



Date of the actual completion of the international search 
05 JANUARY 2001 



Name and mailing address of the ISA/US 
Commi^ioner of Patents and TradcmaHcs 

Box PCX 

Washington, D C 20231 
Facsimile No. (703) 305-3230 



Date of mailing of the international search report 



25 JAN 2001 




Authorized ofTic 
Telephone No. (703) 308-O196 
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Form PCT/ISA/210 (second sheet) (July 1998)* 



INTERT lONi^ SEARCH REPORT 



nations) application No. 

/USOO/«5482 



C (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Categforj* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X, P 



X 
Y 



SKUBITZ et al Synthetic Peptides of CD66a Stimulate Neutrophil 
Adhesion to Endothelial Cells. Journal of Immunology. 15 April 
2000, VoL 164, No. 8, pages 4257-64, especially abstract and Table 



TEIXELRA et aL The N- Domain of the Biliary Glycoprotein 
(BGP) Adhesion Molecule Mediates Homotypic Binding: Domain 
Interactions and Epitope Analysis of BGPc BlooA 01 July 1994, 
VoL 84, No. 1, pages 211-219, especially abstract and Figure 2. 



MO 



1, 4-7 



8-10 



Form PCT/ISA/210 (continuation of second sheet) (July 1998)* 



INTEF no 



l>^^ SEARCH REPORT 



trnatiooal application No. 

k/USOO/«34.82 



BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions aj follows: 

Thif application contains the following invention* or groups of inventions which arc not so linked as to form a single 
inventive concept under PCT Rule 15.1. In order for all inventions to be searched, the appropriate additional search 
fees must be paid. 

Group I, claims l-10» drawn to a first set of peptides. 

Group II, claims 11-52, drawn to methods of sctivating or blocking activation of neutrophils. 

Group HI, claims 19-«6 and 3«, drawn to methods of modulating and altering modulation of adhesion. 

Group IV, claims «7-5«, drawn to methods of modulating immune cell activation, proliferation, or differentiation. 

Group V, claims 55-S5, drawn to methods of delivering therapeutics. 

Group VI, claim 36, drawn to a method of modifying metastasis. 

Group VII, claim 57, drawn to a method of altering bacterial or viral binding to a biomaterial. 

Group VIII, claim 58, drawn to a method of altering cell adhesion to a biomaterial. 

Group IX, claim 59, drawn to a method of detecting tumors. 

Group X, claim 40, drawn to a method of detecting inflammstion. 

Group XI, claim 41, drawn to a method of detecting a CD66 protein or ligand. 

Group XII. claim 48, drawn to a method of altering angiogenesis. 

Group XIII, claim 43. drawn to a method of altering immune response. 

Group XIV, claim 44. drawn to a method of altering keratinocyte proliferation. 

Group XV, claim 45, drawn to a second set of peptides. 

It IS noted that claim S« appears in each of Groups II-IV. This claim is specifically directed to the three 
different methods of Groups II-IV and will be examined only to the degree that it reflects the elected invention and 
sequence (see below). 

Sequence Election Requirement Applicable to All Groups 

In addition, each Group detailed above reads on patentably distinct SEQ ID Numbers. Each sequence is 
patentably distinct because they are unrelated sequences, and a further restriction is applied to each Group. Applicant 
must fijrther elect a single SEQ ID Number for an amino acid sequence. Each additional amino acid sequence is 
considered to be an additional g^oup. 



The inventions listed as Groups I-XV do not relate to a single inventive concept under PCT Rule 15.1 because, under 
PCT Rule 15.2, they lack the same or corresponding special technical features for the following reasons: 

Each of the products of Groups I and XV can be shown to be distinct, each from every other, as their structures difTer. 
In addition, the set of peptides in Groups I and XV appear to be mutually exclusive Thus, none share a special 
technical feature. Each of the methods of groups II-XIV do not require each other for their ultimate use and each 
method has different starting materials, method steps, and/or goals. Thus, they do not share a special technical 
feature. It is noted that not all of the products are used in each of the methods. 

The examiner will rejoin claims directed to the f\rst appearing method using the elected product to preserve unity of 
invriitiofi. Note that PCT Rule !5 do*f not provide for multiple products or multiple methods. 
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NOTES TO FORM PCT/ISA. 220 <concinued) 

Tbe foliowio^ exaaipio lllu$tr«u Cfac a.noer in which .atcndnients niu^r ^ . . 

•ccoapaayin^ letur: "■«:«u™cau muse be expUloed in the 

1. [Where ongjinlly ihcre were 4fi claiim and aftrr amciadmcnt of *omc daims there 5i |. 
aaims 1 to 29. 31. 32, 34. 35. 37 lo 4^ replaced by amended cImiwI bc^h^J^l\^!^ '* . 
cU,mi 30. 33 .Dd 36 uocianged; new c\Jms 49 (o 5 1 a^ckd^- ^ """^^ numbers; 

^* !^^T.!!"A"^ '^^^IT^'^ l^daiim .rKJ.fter.rnendnieoiof.IId.imstherc.rc HI 
Uaimi 1 lo L5 replaced by ameoded claims I lo 1 1." * M 

3. fWbere originally there were 14 claims and the amcodmcats consist in caoccllm^r i«m^ 

new claims): u cioocjiing tome claims and in adding 

•Qaims 1 lo 6 and 14 undxangcd; claims 7 to 13 cancelled- new ciaimc .^^ i-r ^ . 

-a*un. 7 u, 13 cncdled; ci.inu 15. 16 «k1 17 .<JdS l7o^7ulL 'It^^J^^^' 

4. £Wbere various kinds of amendmexus are made]: 

Qaims 1-10 unchanged; ciatms 11 lol3, ISand 19 cancelled- claims 14 \S»wui iA ^^i ,^ 

cl.„ 14: d.iB. 17 .ubdivided inu, uaciled d.inJw!^67^ nrnii'd.lSJ mSII'iTI^^ 

''SuUaaeQC under Article 19(1)- (Role 44.4) T 

•nie .uieoiait will be poWisbed with the intenutiowl ipplictioo and tb« tmended dttms 

■nie .utcmco. .houW be brief, it U.duld oo. «oced 500 word, if in English or if ^n.Ul^ into English 

preferably by using the wonls -Statement under iSjtide 1^™ Kiotfiljod as sucfa by a heading. 

report may be made only m connection with an amendment of that daii. "~ " iniemauonai search 
In what language 7 

if out L>gu.gc b ^^Tr^; o.herwuc.lt'Ttt'^'t^lS^n.'^r^'^^^^ 
Coai«qoeoc« if • Ata^mni for latcrMtlo*.! prellaifaivT cx«>bi.(io« k« alfTady b«n Ofed T 

JK^i^-Lte^.^'Ifr,'. SSnlr^ •-''-'^^ ^'^"-^ ^-^^ 

Co««,o«ii« wK^ rrg^Tl to tr.«Utlo. of U« tet<™..io..l .ppUctJo- for entrr Into the ..tloo.1 ph«« ? 

The ipplicmnf. .oemioD a dr.wn lo the f.a that, where upon cjtry into the n«t>oiul phase. * tnnsUuoa of the 
di,m M .mended under Article 19 may h.v« lo be fumiibed to Jhc designated^^c^SfGcS^^ of. or 
m (ddiuoo to. the translaooa of the daims u filed. i^^^tam wiuoes, insieaa ot, or 

^r further dcu.U oc the requirements of dea.puurf/elected OfBoc, tee Volume Oof the PCT Applioinf. 



Notes lo Forn PCT.ISA.'ZrO ( i«»od iboe;) (July 1992) 
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NOTES TO FORM PCT/ISA/220 



These No<cs trc inteoded to gjvc ihc basic tnsinjcuoas oonccnung (he filing of amendmcnis under AiticJc 19. The 
Notes arc based on the rcqutrcmenis of ibe Paiem Cooperauon Treaty aad of the Re^latioas aod the Adrnjoistracivc 
Instructioos under (hat Treaty. Incase of discrepancy between these Notes and those requircmetits^the laner are applicable. 
For more deuilcd informauon, sec also the PCT Applicani s Guide, a puWicaiion of WIPO. 

In these Notes, "Arudc". "Rule"* and "Scciion" refer lo ihc provisioos of the PCT, (he PCT Rcguliooas and the PCT 
Administrative Instructions ,1rcspccijvcly. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The tpplicmat ba^ afier htvinc reoeived the iaCeniatiocui search report, ooe opportunity lo amend the claims of the 
ioteiuational appUcatioo. It sbouldhowwcr be cmpbasiaed Chat, tiaoe all paits oc the incematiooal application (claims, 
4cscnp6oQ aad drawings) may be amrtidrd during Ibe intcroabonal preliminary examination procedure, there b usually 
DO need to file amendments oC the daims under Anide 19 ciooept where, e^. the applicant wants the latter to be published 
for the puipoacs of provisional protection or has atkotber reason for smrnding the daims before interaatiocul publ icacioo. 
Fuithetmore, K should be emphasized that provisiocul protection is available in some Sutes only. 

What p«rts of the Intcrealiooal application may be amended ? 
Ibc daims only. 

The description and the drawings may only be amended during iotematiooal prdtmiiury nniminition under 
Chapter EL 



WVea ? Within 2 months from the date of transmittal of the international seardi report or 16 months Crom the priority 
date, whichever time limit ejcpires later. It shouM be noted, however, that the amendmmn will be considered 
as having been reodved on bme if they are reoovod by the Iitfeniational Bureau after the expiration of the 
applicable time limit but before the completion of the trrhnical prcpantions for inteniatioital publication 
(fcule4«.l). 

Where not to flic the Mncndments ? 

The ametkdmeitts miy only be Gled with the International Bureau and not with the recdving OCIice or the 
Intematiooal Searching Authority (Rule 46^). 

Where a for iitteniatioaal prdimioary examination has been^ Qed, see bdow. 



How ? Either by ^«^iii«g ooe or more entire daims, by adding oike or more ikw daims or by amending the text of 
one or more of the datma as filed. 

A fcplacenienl aboet nnat be submitted for each sheet ol the daims which, on aooouot of an amendment or 
Sfaeadmeists, differs Crom the sheet ociginalty filed. 

All the daims appearing on a replaccmeot she^t must be numbered in Arabic numerals. Where a daim is 
cacKxllod, iko renumbering of the other daims is required. In all cases where claims arc renumbered, they must 
be renumbered ooosecutrvdy (Administrative Instructions, Section 205(b)). 

What docnoMSta mMrt/aiay nccompawy the nmendmeBts ? 

Letter (Section 205(b)): 

The amendments must be submictod with a letter. 

The letter will not be published with the ioteroauocul applicatKxi aad the amended daims. It thould not be 
coQiounded with the •Sutement under Artide 19(1)" (see below, under "Stitcment under Axtide I9(l)'0. 

The letLcr must indicate the diCf crcxx aes between the dauns as filed and the daims as amended, k must, in 
particular, ickdicate, mooooectioQ with each daim appearing in the interna Ikxu I application (it being understood 
that tdeatical mdicatioQS ocxiceTning several dauns may be grouped), whether 

(j) the claim u ui^chaugcd; 

Cii) the cUim IS caoccllcd, 

(hi) the cii im is new; 

(iv) the daim rrplaocs one or raorc cJurr^ as U\c<i\ 

(v ) 'he daun is ihc result of \hc div-uioc of i cltim as filc^i 



No<r^ to Form PCT-aSA'ilCC Tint ihcci) (July 1992) 



INTERNATlONAlT SEARCH REPORT 



icernational ipplic«tioii No. 
PCT/USoo/«s*a« 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) :A6lK S8/0*. 5a/l7, 99/00; C07K 7/00, 7/08. 1*/43S. I7/0O 
US CL :550/5«7. SSO; 4««/l84.l» 185.1. 477.1 

According to Interaacional Patent Cluiificacion (IPC) or to both national ciassification and IPC 



nELDS SEARCHED 



Minimum documentation aearched (claaaificacton ivatem followed by classification symbols) 
U.S. : 550/387, 350; ♦84/184 1, 186.1, S77 1 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields 
searched 



Electronic data base consulted dunng the international search (name of data base and. where practicable, search terms used) 
DIALOG (files 5 and 155) and EAST (files U.S. patents. European abstracts. Japanese abstracts . and Derwent) search terms: 
CEACAM, BGP, biliarj ^jcoprotcin, CD66. CD66a, antigen 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Qtation of document, with indication, where appropriate, of the rcievant passages 



Relevant to claim No. 



X, P 
Y, P 

X 
Y 

Y, P 



A. P 



US 5,965,710 A (BODMER et al) 12 October 1999, SEQ ID NO: 
32. 



US 5,571,710 A (BARNETT et al) 05 November 1996, abstract, 
claims, and columns 26-30. 



SKUBITZ et al. Stimulation of Neutrophil Adhesion to Endothelial 
Cells by Synthetic Peptides of CD66a. Molecular Biology of the 
Cell. November 1999, Vol. 10, supplemental, abstract 452 on page 
78A. 



1, 4-7 
8-10 

1. 4-7 
8-10 
1, 4-10 

2-3 



Px Further documents are iisced in the concinuatiun uf Box C. j j Sec patent famiiy annex 



-A* 



•or 



I oi Iks Aft wkich M ■«! toondmwmi 



liiiTH- f^lahii «• or Alter tk* tBtotVAtMSAl filing iMtm 

■t vkaek mMf Xkrvw Aoakto am fnoritj clMimi») or vhick m 
-Ttff'-li-h tk« faklKAtiM 4Ala of Anokksr citAUm or ockor 
maamm (m tfrnrilimi) 



mr 4aoaflMBt pablMko4 After Um iatenAUooAl fUia« 4mU * 
l# BO* in conflict viib &b« ApplicAtioa hot cM to w 
I pnBcipb or theory u^rifiag iko iBvaakiM 



iiwft of pAitiemlAr imywmmm; Iko 
c4MLnAan4 oovol or caaoo* b« eoaaiioiW io 
vhM Iba docuDost M tAkao aiooo 



■ BO* \» 



iaem^mmX nfemM lo mm. onl iiaeloauo, oao, oxkihitioB or oikor 

Aavwoal f fclMhai prior lo iko lateiBAkMaAi fiUMg AaIo kol lAtor 
tkAB tk« pnontT *Aio cLaimo4 



AoeuMot of pArOcaJAr nlovuco. Um — 

eauiioiW lo iBTolvo as xavobUt* klop vkoa tko 4ocb 
vitk oao or oiom oikor sock docmmoalo. wek camkima 
ohnoBB lo A panoa linlUi ia Um Art 

dacBBODt Bomkor of Ika oaao pAteat fAMU? 



•d 
boiag 



Date of the actual compUcion of the international search 

03 JANUARY 2001 



Date of maiiinj of the international search report 

25 JAN^oOt 



Name and mailing addresf of the ISA/L'S 
Commissioner of Patcnu and Trademarks 

Box PCT 

Washington. D.C. 2023 1 
Facsimile No. (705) 305-3SSO 



Authorized ofTicw 

MARIANNE P. .U-LEN 
Telephone No (705) sos-o 1 96 



RS 

PA5IALEGAL SPECWUST 



CHEMICAL yATBK 



Form PCT/ISA/8I0 (iccond iheet) (July I998)» 



INTERNATIONAL SEARCH REPORT 



.aceniational application No. 

PCT/USOO/«3*a« 



C (Continuation> DOCUMENTS €X)NSIDERED TO BE RELEVANT 



Category* 
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SKUBITZ et aL Synthetic Peptides of CD66a Stimulate Neutrophil 
Adheaion to Endothelial Cella Journal of Immunology. 15 April 
SOOO, VoL 164, Na 6, pagee 4257-64, especially abstract and Table 
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TEIXEERA et aL The N- Domain of the Biliary Glycoprotein 
(BGP) Adhesion Molecule Mediates Homotypic Binding: Domain 
Interactions and Epitope Analysis of BGPc Blood- 01 July 1994, 
VoL 84, No. 1, pages 211-219, especially abstract and Figure 2. 



1 10 



1, 4-7 
8-10 



Form PCT/ISA/8IO (coocinuacion of second shrec) (July 1998)* 



INTERNATION 



EARCH REPORT 
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Box 1 ObMrvaciona where certain claims were found unsearchable (Continuarion of item 1 of flrsi sheec) 



This incematioaal report has not been established in respect of certain claims under Article 17(SX*) ^^r the following reasons: 
1. I I Claims Nos.; 

because they relate to subject matter not required to be searched by this Authority, namely; 



□ 



Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to 
such an extent that no meaningful international search can be earned out, speciHcally: 



3. I I Claims Nos.: 

becBise they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4<a). 



Box II Observations where unity of invention is lacking (Continuarion of item 2 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Extra Sheet. 



As alt required additional search fees were timely pajd by the applicant, this international search report covers ail 
searchable claims. 

As ail searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

As only some of the required additional search fees were timely paid Ky the applirsnt. this international search report 
covers only those claims for which fees were paid, specificallv claims N'os . 



I x| required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims: it is covered by claims Sos ■ 
1-10 for SEQ ID .NO: 14 



Remark on Protest [ | T*he additional search fees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees 
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found mulciple inventioDS as follows: 

This applicacion contains the following inventions or g^oupi of inventions which are not >o linked as to form a sin^c 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search 
fees must be paid. 

Group I, claims 1*10, drawn to a first set of peptides. 

Group il, claims 1 1-3S. drawn to methods of activating^ or blockings activation of neutrophils. 

Group III, claims lO-fi6 and 38. drawn to methods of modulating and altering modulation of adhesion. 

Group IV, claims drawn to methods of modulating immune ceil activation, proliferation, or differentiation. 

Group V, claims 3S*S5, drawn to methods of delivering therapeutics. 

Group VI. claim 36» drawn to a method of modifying metastasis. 

Group VII, claim 37, drawn to a method of altering bacterial or viral binding to a biomaterial. 

Group VIII, claim 38, drawn to a method of altering cell adhesion to a biomateriai. 

Group IX, claim 39, drawn to a method of detecting tumors. 

Group X. claim 40, drawn to a method of detecting inflammation. 

Group XI, claim 41. drawn to a method of detecting a C066 protein or ligand. 

Group XII, claim 44. drawn to a method of altering angiogenesis. 

Group XIII. claim 43. drawn to a method of altering immune response. 

Group XIV, claim 44, drawn to a method of altering keratinocyte proliferation. 

Group XV, claim 45. drawn to a second set of peptides. 

It is noted that claim 32 appears in each of Groups II-IV. This claim is specifically directed to the three 
different methods of Groups II-IV and will be examined only to the degree that it reflects the elected invention and 
sequence (see below). 

Seqnence Electioii Requirement Applicable to All Groups 

In addition, each Group detailed ibove reads on patentably distinct SEQ ID Numbers Eich sequence is 
patentably distinct because they are unrelated sequences, and a further restriction is applied to each Group. Applicant 
must further elect a single SEQ ID Number for an amino acid sequence. Each additional amino acid sequence is 
considered to be an additional group. 



The inventions listed as Groups I-XV do not relste to a single inventive concept under PCT Rule 13.1 because, under 
PCT Rule 13.2, they lack the same or corresponding special technical features for the following reasons: 

Each of the products of Groups I and XV can be shown to be distinct, each from every other, as their structures differ. 
In addition, the set of peptides in Groups I and XV appear to be mutually exclusive Thus, none share a special 
technical feature. Each of the methods of groups II-XIV do not require each other for their ultimate use and each 
method has different starting materials, method steps, and/or goals Thus, they do not share a special technical 
feature. It ia noted that not all of the products are used in each of the methods. 

The examiner will rejoin claims diiected to the first appearing method using the elected p.^oduct to pr^^^w unity of 
invention. Note that PCT Rule 13 does not provide for multiple products or multiple methods. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) / O /o C - ' 



Applicant's or agent's file reference 
6072.204-WO 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPE^416) 


International application No. 
PCT/DK0 1/00020 


International filing date (day/month/year) 
12/01/2001 


Priority date (day/month/year) 
12/01/2000 


International Patent Classification (IPC) or national classification and IPC 
C12N9/44 


Applicant 

NOVOZYMES A/S et al. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items. 

I S Basis of the report 

II □ Phority 

Ml S Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV S Lack of unity of invention 

V S Reasoned statement under Article 35(2} with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI LJ Certain documenlb cited 

VII □ Certain defects in the international application 

VI li □ Certain observations on the international application 



Date of submission of the demand 
21/05/2001 


Date of completion of this report 
03.05.2002 


Name and mailing address of the intematjonal 
preliminary examining authority 

^ European Patent Office 
^ D-80298 Munich 

Tel. +49 89 2399 - 0 Tx; 523656 epmu d 
Fax: *49 89 2399 - 4465 


Authonzed oificer v^ScT^r^ 
Seransxi. P | ^ j) 

Telephone No -^49 89 2399 7846 "^^i*^.,--^ 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as ""originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -146 as originally filed 



Claims, No.: 

1 - ^ as originally filed 



Drawings, sheets: 

1/1 as ohginally filed 

Sequence listing part of the description, pages: 

1 -35, as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)), 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amine acid sequence uisr.loj^ed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

K contained in the international application in written form. 

K filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in wntten form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the Information recorded in computer readable form is identical to the written sequence 
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listing has been furnished. 
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The amendments have resulted in the cancellation of: 



□ 



the description, 



pages: 



□ 



the claims, 



Nos.: 



□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 

6. Additional observations, if necessary: 
see separate sheet 

111. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
K claims Nos. 23-59. 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. arc so inadequateiy supported by the description that no meaningful opinion 
could be formed. 

H no international search report has been established for the said claims Nos. 23-59. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/'or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



because: 
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IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

S neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 . not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ complied with. 

□ not complied with for the following reasons: 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

□ all parts. 

K the parts relating to claims Nos. 1-22. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-22 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-22 


Industrial applicability (lA) 


Yes: 


Claims 






No: 


Claims 


1-22 



2. Citations and explanations 
see separate sheet 
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Re Item I 

Basis of the report 

1 . Claims 48-58 have been filed during the Search Phase of the International 
Application. No search has been carried out on said claims and in consequence, no 
examination will be carried out on claims 48-58. 



Re Item IV 

Lack of unity of invention 

2. Reference is made to the following documents: 



D1 : DATABASE STN INTERNATIONAL [Online] CAPLUS, CAPLUS accession 
no. 1999:702733; document no. 132:31329, YAMASHITA, MITSUO: 
'Monograph: Studies on the Improvement of functions useful proteins' 
XP002901781 & SEIBUTSU KOGAKU KAISHA, vol. 77. no. 8, 1999, pages 

345-357, 

D2: MITSUO YAMASHITA ET AL: 'Random Mutagenesis of pullulanase from 
Klebsiella aerogenes for studies of the structure and function of the enzyme' 
J. BIOCHEM, vol. 116, 1994, pages 1233-1240, XP002901782 

D3: MICHAEL J. MCPHERSON: 'Functional analysis of the starch debranching 
enzyme pullulanase' BIOCHEMICAL SOCIETY TRANSACTIONS, vol. 16, 
1988, pages 723-724, XP002901783 

D4: DATABASE STN INTERNATIONAL [Online] Medline, Medline accession no. 
9879259; KATSUYA Y ET AL: Three-dimensional structure of 
pseudomonas isoamylase at 2.2 A resolution' XP002901784 & JOURNAL 
OF MOLECULAR BIOLOGY, 4 September 1998 (1998-09-04), pages 885- 
897, England 

D5: WO 98 38287 A (NOVO NORDISK AS) 3 September 1998 (1998-09-03) 



2.1 The Examining Authority agrees with the finding of the Intemational Search 
Authority for Lack of Unity of the present Application following Rule 13.1 and 13.2 PCT. 
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It is considered that at least four different inventions are claimed for in this application, 
that are not linked by a common novel and inventive concept. 

2.2 Prior art already teaches variants of pullulanases (see documents D1 and D2). Prior 
art further teaches to design enzyme variants with altered properties by determining the 
three-dimensional structure of the enzyme and with the knowledge of this structure 
designing enzyme variants. The structure function relationship of pullulanase has been 
analysed. 

2.3 The inventions found in the present application are: 

I) Claims 1-22 

Methods for producing a variant pf a parent pullulanase. 

II) Claims 23. 28, 33-37, 40 and part of claims 26, 27, 31,32, 39, 41-47 and 59 
Pullulanase variants having improved thermostability compared to the parent 
pullulanase. 

III) Claims 24, 29, 38 and part of claims 26, 27, 31 , 32, 41-47 and 59 
Pullulanase variants having increased isoamylase activity 

IV) Claims 25, 30 and part of claims 26, 27, 31 , 32, 39, 41 ,42, 44-47 and 59 
Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

3. Inventive Step (Art.33(3) PCT 

3.1 Present claims 1-22 concern methods of producing variants of pullulanase, wherein 
said methods are based on the determination of the three-dimensional structure of an 
already known pullulanase, namely 'Promozym'. Said methods are further related to the 
modification of said pullulanase using site directed mutagenesis to enhance the 
properties of said pullulanase as set out in dependent claim 2. 
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3.2 Document D1 recites a review that discloses in particular the possibility of structure- 
function analysis in enzymes using the three-dimensional structure of said enzymes. 
The review suggests that said structure determination helps to alter the specific activity, 
substrate specificity and optimum pH of enzymes, increase the thermal stability of 
proteins and to design proteins that can be used in nonaqueous solvents. Moreover, D1 
specifically discloses an example of the analysis of the structure-function relationship of 
pullulanase and the engineering of starch-processing enzymes by recombinant DMA 
technology. 

3.3 Document D2 discloses the alteration of the catalytic activity of pullulanase with 
regard to its thermal stability. Said alterations were achieved by performing random 
mutagenesis and subsequent functional analysis. Certain changes in the amino acid 
sequence of pullulanase were disclosed that are related to thermal stability (e.g. Table 
1, Fig. 1-3). 

3.4 Document D3 discloses an analysis of structure-function relationship of pullulanase. 
It suggests that certain conserved regions in the enzyme include residues implicated in 
substrate binding and catalysis. It further suggests some degree of functional and 
mechanistic similarity between pullulanase and alpha-amylase. 

3.5 Document D4 discloses the three dimensional-structure of an isoamylase from 
Pseudomonas amyloderamosa, which hydrolyses alpha-1 ,6-glucosidic linkages of 
amylopectin and glycogen. 

3.6 Document D5 is a similar application of the same applicant disclosing the three- 
dimensional structure of laccase mutants. D5 discloses the same procedure that has 
been used in the present application that is determining the three-dimensional structure 
of an enzyme and using this structure information to start with directed mutagenesis to 
alter the charactenstics of the enzyme. 

4. For the assessment of inventive step, document D2 is regarded as to represent the 
closest prior art.The difference of the methods of claims 1-22 of the present application 
to the methods disclosed in D2 is that in the present application the three-dimensional 
structure of the pullulanase has been determined prior to the mutagenesis of the amino 
acid sequence. However, the application does not provide a single example that this 
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method leads to a different alteration of the pullulanase compared to that disclosed in 
D2. The objective technical problem that has been solved by the present application 
can therefore be formulated as to provide an alternative method for the alteration of 
pullulanase. This problem has been solved by determining the three dimensional 
structure of pullulanase and using the structure information for directed mutagenesis. 

4.1 This is not interpreted as to involve any inventive skill. The present application used 
the three dimensional structure of an already known and commercially available 
enzyme. Furthermore, the skilled person was aware from the disclosure in D1 and D4 
that three-dimensional structure determination facilitates the analysis of structure- 
function relationship of particularly pullulanase and in a further aspect, certain regions 
in the pullulanase primary structure that are suitable for alterations have already been 
disclosed in D3 and the skilled person had a clear guidance how to come from a 
resolved three-dimensional structure of an enzyme to a site directed mutagenesis of 
said enzyme by the disclosure of document D5. 

4.2 Consequently the methods of claims 1-22 lack an inventive step as required by 
Art.33(3) PCT. 
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Applicant's or agent's file reference 
FU 218-P WO 


FOR FURTHER ACTION Notification of Transmittal of International 

Preliminar\- Hxamination Report (Form PCT IPEA 416} 


International application No. 

PCT CHOO/00076 


International filing date {day momh. year) 
10 Februarv' 2000 ( 10.02.00) 


Priority date Kda\ month year) 

08 April 1999 (08.04.99) 


International Patent Classification (IPC) or national classification and IPC 
A23N n 00 


Applicant 


BUHLER AG 





1. This international preliminarv examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the descnpiion, claims and or drawings which have 
been amended and are the basis for this repon and or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative instructions under the PCT). 



These annexes consist of a total of 



, sheets. 



This repon contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability 
citations and explanations supporting such statement ' 

Cenain docunienlb cited 

Certain defects in the international application 

Cenain obscr\-at!ons on the mtemationai application 



I 


□ 


II 


□ 


III 


□ 


IV 


□ 


V 


□ 


VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

16 August 2000(16.08.00) 


Date of completion of this repon 

14 May 2001 (14.05.2001) 


Name and mailing address of the IPHA EP 
Facsimile No. 


.Authorized officer 
Telephone No 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



intcmaiional application No 

PCT CHOO (30076 



I. Basis of the report 



1 This repon has been drawn on the basis of {Replacement sheets nhwh have heen furnished to the receiving Ojfke in response to an invitation 
under .Article 14 are referred to in this report as orii:inall\ filed ' and are not annexed to the repon since they do not contain amendments ): 

I I the iniemational application as onginally filed. 

fT] the description, pages '--^'^ . as onginally filed, 

pages ^. filed with the demand. 

pages 2:£a fji^d with the letter of _ 

pages , filed w ith the letter of ^ 



0^ February 2(X)! (09.02.2001 ) 



□ 



the claims. 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



1-6 



. as originally filed. 

. as amended under Article 19, 

. filed with the demand, 
, filed with the lener of 
, filed with the letter of 



09 February 2001 (09.02.2001) 



[ < ] the drawings. 



sheeis'tig 
sheets/fig 
sheets fig 
sheets/fig 



. as originally filed, 
, filed with the demand. 
. filed with the letter of 
. filed with the lener of 



2. The amendments have resulted in the cancellation of 

□ 

the description, pages 

□ 

the claims, Nos. 
□ the drawings. sheetsTie 



^- [m ^^'^ "^^pon has been established as if (some oO the amendments had not been made, since thev have been considered 
to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 



4. Additional obsen ations, if necessary': 
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^. "^^^soned statement under Article 3*>Pi with rPOQ.-H « i* 

citations and explanat.ons supporting such statement '•PP'-''i.i,y ; 



Siaiement 

NO\Cil\ (\» r^I.^.rr, - 

C'laim.s 



InvemucsicpdSi claims 1-6 

Claims 



Industrial applicabilit\ (I.A) Claims 1-6 

Claims 



Citations and explanations 
1 . 



\ ES 
NO 
^ ES 
NO 

VES 
NO 



The subject matter of independent Claims 1 and 5 can 
be considered novel, inventive and industrially 
applicable and thus fulfils the requirements of PCT 
Article 33. The cited prior art does not disclose or 
suggest any apparatus or process wherein flour or a 
similar bulk commodity is heated in a heated batch 
mixer, then dried and cooled in batches before being 
mixed with additives in the second batch mixer. jp 
08 009 893 (abstract) and SU 697 127 (abstract) 
describe processes which, for example, cannot be 
implemented batchwise and, even m conjunction with 
IE-A-930995, do not lead to the claimed subject 
matter, since the apparatus described therein does 
not make possible the steps of the claimed process 



additiv<=s), because conditioning, expanding, 
pelleting and cooling take place after the addition 
of additives. 

Claims 2 to 4 and 6 are dependent on Claims 1 and 5 
respectively and thus likewise satisfy the 
requirements of the PCT with regard to novelty, 
inventive step and industrial applicability. 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT .^icle 36 and Rule 70) 



p.? 



pplicani i or agent s file rcfcrer.c: 



SccNotific£DonotTrar.sm;tUiotlntcm itional PreJiminar>' 
FOR KLRTHER ACTION Examinaiion Rcpon (Form ?CT/IPLA'4 1 6> 



Inlcrnational ning date \djy 'fnontk'\^ar) 
15 March 2001 (15.03.01) 



Priariiy date {day''mof\th'year) 

16 March 2000 (16.03.00) 



:eniationa! Patent Classification IPC) or national classificEtion and IPC 
C07D 409^12 



• This iniciimLicr.aJ prclinmarv cxiunination report has been prepared r>y Inis In:emalioraI Preiiminan' Rxamining Aulhority 
and is transmittid to the appiican: according :c .Ar.iclr 36. 

2. This REPORT :3ns:sts of £ total of 2 sheets, including this cover sheet. 

— This' repDft is aiso acconvanicd b> ANNEXES, ;.e., sheets of tie description, claims anl'or drawings which have beer 

i , amended and arc th.c basis fcr this repon and/cr sheets con-airing rectifkaiions naadc before *Jiis Authanty (see Ru.c 

70. 16 and Section 607 of the Administrative instrucUoas under the PCTj. 

These annexes consist ol a total of shee:s. 



IhiJ repor contains incicaiions relating to The fo'lnwing items: 
Bas.s of the report 
Priority 

Nor -esiatiishmcnt of opinion with regard to nove-ty inventive step and uidustnal applicabilit)' 



Reasoned statement uncer Article iS'2] wr.h regard :o noveJt>. mveniivs siep or industrial appiicabilily. 
citations uvi evplanations supposing such siatement 



I 




11 


□ 


[II 




IV 


E 


V 




VI 


□ 


VII 


□ 



/'ill I I 



Cerain documents cited 
j I Ccr.ain dcfcc'J io the international application 

;er.s;n ofcservaticr.s on xiz iriTcrr.at-Mnalp.ppIicai.nri 



r>atc ofsubiniibio:! uf ihc dcmar.d 

19 September 2001 {19.09.0:) 



Same and mailing add-c5s of th; IPEAj'E? 



"acsim.lc Nd 
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Basis of the report 

The basis of international preliminary examination reoort is the application as originally filed. 



Non-establishment of opinion with regard to novelty, Inyentive step and industrial 
applicability 

The question of whether the claimed irvention appears to be novel, to irvolve an 
inventive step, or to be industrially applicable has not been and will not be the 
subject of the international preliminary examination n respect of the claims corresponding 
to inventions or groups of nvenl ons for which additional search fees may have not been 
paid, and consequeitly may have not been searched (Article 17(3)(a) and Rule 66.1(e) PCT; 
see also international search repor). 

iV. Lack of unity of Invention 

The objection as to lack of unity raised in the international search report is maintained 
The reasons for the objection a^e the same as those indicated in the international search report. 

Reasoned statement under Rule 66.2<a)(ii) with regard to novelty, inventive step or 
industrial applicability 

To the extent that the international preliminary exam nation has been carried out (see item 
III above), the following is pointed out: 

In light of the documents cited in the international search report, it is considered 
that the invention as defined Ir at least some of the claims, which have been the 
subject of an international search report, does not appear to meet the criteria 
mentioned In Article 33(1) PCT. i.e. does not appear to be novel and/or to involve 
an Inventive step (see internat onal search report, in particular the documents cited 
X and/or Y and con^esponding claim references) 
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Commissioner 

US Department of Commerce 
United States Patent and Trademark 

Office, PCT 

Oni 1 Qrkiith Plarlr Pluro Rnr»m 
1 1 OUUllI l^ldiK. rldUC nuvJili 

CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

27 September 2001 (27.09.01) 




International application No. 

PCT/USOO/23482 


Applicant's or agent's file reference 

284.00010201 


International filing date (day/month/year) 
25 August 2000 (25.08.00) 


Priority date (day/month/year) 

26 August 1999 (26.08.99) 


Applicant 

SKUBITZ, Keith, M. et al 



1. The designated Office is hereby notified of its election made: 

I X| in the demand filed with the International Preliminary Examining Authority on: 

26 March 2001 (26.03.01) 



I [ in a notice effecting later election filed with the International Bureau on: 



2. The election | X[ was 

j I was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 
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The International Bureau of WlPO 


34, chemin des Colombettcjs 


Henrik NYBERG 


1211 Geneva 20, Switzerland 
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